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ABSTRACT

Objective: To prove that Meloxicam 15 mg only, combination of Meloxicam 15 mg and Tamsulosin 0.4 mg were more
effective for the success of Trial Without Catheter (TWOC) in BPH patients with first episode of urinary retention compared
to Tamsulosin 0.4 mg only. Material & methods: Benign Prostatic Hyperplasia (BPH) patients with first episode of urinary
retention that met the inclusion criteria and did not fulfill the exclusion criteria were randomized to form 3 treatment
groups, n=11 for each group. Group [ was given Meloxicam 15 mg only, group Il was given a combination of Meloxicam 15
mg and Tamsulosin 0.4 mg, and group Il was given Tamsulosin 0.4 mg only. For each group the drug given once orally for 7
days. The success of TWOC assessed by an ability to spontaneous micturition after that each treatment in the first 24 hours
after urethral catheter removal, accompanied by Omax in uroflowmetry 2 5 cc/sec and PVR < 100 cc. Results: All
Meloxicam 15 mg only group samples have recurred urinary retention (100%,). The success rate of TWOC for combination
of Meloxicam 15 mg and Tamsulosin 0.4 mg group was 72.7%, while for the Tamsulosin 0.4 mg only one was 63.6%. The
success rate of TWOC for combination of Meloxicam 15 mg and Tamsulosin 0.4 mg group was higher than Tamsulosin 0.4
mg only one (p=0.003). Conclusion: The combination of Meloxicam 15 mg and Tamsulosin 0.4 mg orally once daily for 7
days was more effective in the success of TWOC in BPH patients with first episode of urinary retention compared to
Tamsulosin 0.4 mg only orally once daily for 7 days.

Keywords: Trial without catheter, Meloxicam, Tamsulosin, combination, Benign Prostatic Hyperplasia, urinary retention,
first episode.

ABSTRAK

Tujuan: Untuk membuktikan pemberian Meloxicam 15 mg saja, pemberian kombinasi Meloxicam 15 mg dan Tamsulosin
0.4 mg lebih efektif dalam keberhasilan Trial Without Catheter (TWOC) pada pasien BPH yang mengalami episode
pertama retensi urine dibandingkan dengan pemberian Tamsulosin 0.4 mg saja. Bahan & cara: Pasien Benign Prostatic
Hyperplasia (BPH) yang mengalami episode pertama retensi urine yang memenuhi kriteria inklusi dan tidak memenuhi
kriteria eksklusi dilakukan randomisasi sehingga terbentuk 3 kelompok perlakuan. n=11 untuk masing-masing kelompok.
Kelompok I diberikan Meloxicam 15 mg saja, kelompok II diberikan kombinasi Meloxicam 15 mg dan Tamsulosin 0.4 mg,
dan kelompok II1 diberikan Tamsulosin 0.4 mg saja. Untuk masing-masing kelompok obat diberikan per-oral sekali sehari
selama 7 hari. Dinilai keberhasilan TWOC yaitu kemampuan berkemih secara spontan setelah dilakukan perlakuan pada
24 jam pertama paska pelepasan kateter urethra, disertai dengan Omax pada uroflowmetri 2 5 cc/detik dan PVR < 100 cc.
Hasil: Semua sampel kelompok Meloxicam 15 mg saja mengalami insiden retensi urine ulang (100%). Angka keberhasilan
TWOC kelompok kombinasi Meloxicam 15 mg dan Tamsulosin 0.4 mg sebesar 72.7%, sedangkan kelompok Tamsulosin 0.4
mg saja adalah 63.6%. Tingkat keberhasilan TWOC kelompok kombinasi Meloxicam 15 mg dan Tamsulosin 0.4 mg lebih
tinggi dibandingkan dengan kelompok Tamsulosin 0.4 mg saja (p=0.003). Simpulan: Pemberian kombinasi Meloxicam 15
mg dan Tamsulosin 0.4 mg peroral sekali sehari selama 7 hari lebih efektif dalam keberhasilan TWOC pada pasien BPH
yang mengalami episode pertama retensi urine dibandingkan dengan pemberian Tamsulosin 0.4 mg saja peroral sekali
sehariselama 7 hari.

Kata kunci: Trial without catheter, Meloxicam, Tamsulosin, kombinasi, Benign Prostatic Hyperplasia, retensi urine,
episode pertama.
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INTRODUCTION

The prevalence of Benign Prostatic Hyperplasia
(BPH) is 253 per 1000 population.' In above 50
years group, its incidence increased 10% per decade
of age and reached 80% in men in their 80 years.”

Prostate inflammation implies the etiology
and pathogenesis of BPH through static factors
(prostate enlargement) and dynamic factors (smooth
muscle contraction). Destruction of stromal and glan-
dular prostate elements by proinflammatory cells
causes tissue damage and produces prostate volume
enlargement. BPH patients accompanied by pros-
tate inflammation have large prostate volumes,
severe LUTS, and a high tendency for urinary
retention.™*

Acute Urinary Retention (AUR) is defined
as a sudden inability to spontaneous micturition with
suprapubic pain.” The incidence of AUR in BPH
patients was 44%.° Stimulation of the a-adrenergic
receptor and sympathetic nerve activity increase in
smooth muscle contraction in the prostate and its
capsule, and both theoretically will cause AUR.™

Trial Without Catheter (TWOC) is a proce-
dure to evaluate whether patients can urinate spon-
taneously. The patient performs uroflowmetry test
following removal of the catheter and a residual
urine volume measurement after administration
of a-blockers drug for 3-7 days. It is done for first
episode of urinary retention when the definitive
diagnosis not yet definited.*"

Inflammation which characterized by destruc-
tive infiltration of proinflammatory cells in glandular
and stromal prostate is found in 55% of BPH patients
with AUR." Cyclooxygenase-2 (COX-2) inhibi-

tors can reduce and stop the inflammatory process
in the prostate. Celecoxib, Tenoxicam, and Melo-
xicam has been studied for refractory nocturia
complaints and LUTS in BPH patients. They
increase IPSS, IPSS-Quality of Life (IPSS-QoL),
and Overactive Bladder Symptom Score (OABSS).
They also increase a maximal flow rate (Qmax)." "

Recently there are limited even no study
using Meloxicam or other COX-2 drug for the
TWOC procedure. It is necessary to perform a
study that proves whether Meloxicam only and
combination of Meloxicam and Tamsulosin more
effective than Tamsulosin only for success of
TWOC in BPH patients with first episode of urinary
retention.

OBJECTIVE

To prove that Meloxicam 15 mg only,
combination of Meloxicam 15 mg and Tamsulosin
0.4 mg were more effective for the success of TWOC
in BPH patients with first episode of urinary
retention compared to Tamsulosin 0.4 mg only.

MATERIAL & METHODS

During October 2016 and March 2017,
BPH patients with first episode of urinary retention
in Soetomo General Hospital Surabaya that met the
inclusion criteria and did not fulfill the exclusion
criteria were included in this study. The inclusion
criteria are a first episode of urinary retention caused
by prostate enlargement confirmed by digital rectal
examination, age > 50 years, and willing to follow
the study. The exclusion one are 1) allergy to Non-
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Steroid Antiinflammatory Drugs (NSAIDs), 2)
history of gastritis, based on anamnesis revealed
a pain or burning sensation in the epigastrium, nau-
sea, vomiting, and/or bloating; 3) disorder of liver
function, be evidenced by elevated serum trans-
aminase levels, 4) history of chronic kidney disease
or elevated creatinine serum levels, 5) received
a—blocker, COX-2 inhibitor or drugs causing
urinary retention such a decongestant or antiinflu-
enza in last 2 weeks, 6) history of uncontrolled
diabetes mellitus over the past year, 7) history of
surgery on the prostate (open or endoscopic), and
8) diagnosed as prostate cancer based on patholo-
gical examination.

The samples randomized into 3 treatment
groups. n=11 for each group. Group I was given
Meloxicam 15 mg only, group II was given a
combination of Meloxicam 15 mg and Tamsulosin
0.4 mg, and group III was given Tamsulosin 0.4
mg only. The drugs given once orally for 7 days for
each group.

TWOC performed by removal of urethral
catheter after the treatment and followed by uroflow-
metry test (Qmax), prostate volume and PVR measu-
rement by abdominal sonography in the first 24
hours afterit. The success of TWOC is defined as a

spontaneous micturition with Qmax = 5 cc/second

Table 1. Baseline characteristics of patient.

and PVR <100 cc.

Prostate volume and Intravesical Prostatic
Protrusion (IPP) defined as confounding factor and
its effect to success of TWOC analyzed by Kruskal-
Wallis Test. The success rate of TWOC in each
group was analyzed by Chi-Square test, considering
a significant different if p value < 0.05. Data pro-
cessed and analyzed by Statistical Package for the
Social Sciences (SPSS) version 20 program.

RESULTS

A total of 33 patients were included in the
study. Each group consisted of 11 patients. Group
I received Meloxicam 15 mg only, group II re-
ceived a combination drugs (Meloxicam 15 mg and
Tamsulosin 0.4 mg), and group III received Tamsu-
losin 0.4 mg only. Table 1 showed a baseline cha-
racteristics.

The prostate volume and IPP seem not
interfere to the success of TWOC. Table 2 showed
the statistical analysis.

Based on the statistical analysis, there were
significant differences of success rate of TWOC
in each group (p < 0.05) (Table 3). The success rate
of TWOC was higher in the combination group.
Compared to both the combination group and the

Meloxicam 15 mg

Meloxicam 15 mg & Tamsulosin 0.4 mg
Tamsulosin 0.4 mg
Age (year)* 64.18 = 8.90 59.64 £ 6.84 65.09 £6.73
Prostate volume (cc)* 43.00 £18.47 54.54 £ 13.46 52.41 +£23.03
IPP (cm) 0-2.10 0-2.10 0-2.20
Micturition
Spontaneous 3(27.3%) 9 (81.8%) 9 (81.8%)
Recurred urinary retention 8 (72.7%) 2 (18.2%) 2 (18.2%)
Range of PVR (cc) 0-71.00 0-49.00 0-81.4
Range of Qmax (cc/sec) 0-3.40 0-8.00 0-12.8
Range of Void volume (cc) 0-128.00 0-112.00 0-156.9
Table 2. Comparison of volume and IPP in each group.
Meloxicam 15 mg
Meloxicam 15 mg & Tamsulosin 0.4 mg  p value

Tamsulosin 0.4 mg

38.00 (24.50-78.00)
0.30 (0-2.10)

Volume (cc)*
IPP (cm)*

56.30 (27.80-69.80)

46.20 (27.1-93.7) 0.20

0.40 (0-2.10) 0.50 (0-2.2) 0.59
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Table 3. The success rate of TWOC in each group.

TWOC
Groups Success Failure p value
n % n %
Meloxicam 15 mg 0 0 11 100
Meloxicam 15 mg and Tamsulosin 0.4 mg 8 72.7 3 273 0.003*
Tamsulosin 0.4 mg 7 63.6 4 36.4
Total 15 45 18 55
Table 4. The effectiveness of each groups to Qmax.

Groups n Median Min Max p value
Meloxicam 15 mg 11 0 0-3.40 0.002*
Meloxicam 15 mg & Tamsulosin 0.4 mg 11 5.60 0-8.00
Tamsulosin 0 4 mg 11 590 0—-12 80

Tamsulosin 15 mg only, the Meloxicam 15 mg only
group did not have effect for success of TWOC.

When post hoc analysis was used to com-
pared the differences between each group for increa-
sing Qmax, it also showed that the Meloxicam
15 mg only group had the lowest effect (p < 0.05).
It mean that Meloxicam did not have any effect
for Qmax (Table 4).

DISCUSSION

AUR was an important problem that causes
a bothersome in elderly men. As a complication,
AUR was associated with BPH. Catheterization, a
procedure to decompress the bladder, was the first
action performed in the event of AUR and sub-
sequently followed by immediate surgery. However,
immediate surgery has a higher morbidity and
mortality rate than elective surgery. This lead to
drive TWOC as a gold standard management and
applied in many countries for AUR associated with
BPH particularly in first episode.*"

The use of alpha-blockers have known to
cause a success of TWOC for BPH patients with
AUR. Bowden et al and Lucas et al reported a
higher success of TWOC after of alpha-blockers
administration compared to placebo, that was 63%
and 37%, 33.8% and 24.3% subsequently. Alpha—
blockers was to be useful for AUR and LUTS
associated with BPH by decreasing sympathetic
tone, reducing bladder outlet resistance, and facili-
tate to spontaneous micturition.'*"

Tuncel et al reported a high incidence of
AUR in BPH patients with prostatic inflammation.
The inflammation, which ranged from mild to
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severe and identified by destructive infiltration of
proinflammatory cells in glandular and stromal ele-
ment of the prostate, was found in 55% BPH patients
with AUR. The inflammation will cause an edema,
destruction, and prostatic infaction. The edema results
in higher prostate volume. The high volume and
prostatic infarction were another risk factor for
BPH tobe AUR.”"

Since the discovery of the relationship
between BPH and inflammatory processes, the use
of NSAIDs in LUTS management has been widely
studied. A meta analytic study by Kahokehr et al
showed a positive effect of NSAID in lowering
LUTS caused by BPH. They concluded that there
were an improvement of LUTS (IPSS: International
Prostate Symptom Score and IPPS Quality of Life),
OABSS (Overactive Bladder Symptom Score), and
increasing of Qmax without significant side effects
after administration of NSAID."™" Di Silverio et al
have reported that the combination of finasteride and
rofecoxib was better than single-finasteride therapy
inreducing LUTS in patients with BPH.”

Gorgel et al. have reported that the com-
bination of Meloxicam and Tamsulosin was better
than single-tamsulosin therapy only in reducing
LUTS caused by BPH.” Similarly, Suarsana et al
also reported that combination therapy of Melo-
xicam 15 mg and Doxazosin 4 mg once daily orally
for 6 weeks was better in increasing Qmax in BPH
patients with LUTS."

The results of this study were similar to all
the studies explained above. The highest success rate
of TWOC was shown in the combination group. The
combination of Meloxicam 15 mg and Tamsulosin
0.4 mg can improve spontaneous micturition,
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Qmax, and decrease of PVR. It can be noted that the
highest success rate of TWOC in combination group
might be due to the synergistic effect between Melo-
xicam and Tamsulosin. The ability of Meloxicam in
inhibiting COX-2 was thought to play an important
role. Several studies have shown that high COX-2
expression and prostaglandins can cause partial
obstruction of the bladder outlet due to high volume
of the prostate and the mechanism of action of
Tamsulosin in reducing sympathetic tone in bladder
outlets and prostate stroma might play a major role
in the success of TWOC.™**

This study also showed that Meloxicam 15
mg only has the lowest success rate compared to the
other groups for TWOC. It postulated that AUR for
the first episode in patients with BPH may be due
to predominance of sympathetic tone activity rather
than inflammation. It also likely due to the effects of
NSAIDs which can lead to urinary retention.

The inhibitory effect of COX-2 enzyme by
NSAID in the bladder will cause a decrease in
prostaglandin synthesis and this lead to impaire
bladder contraction resulting AUR. Verhamme et al
found that the risk of AUR was 2.02 times higher
in NSAID users than people who did not use.”
Therefore, it needs further investigation to prove the
dominance of the sympathetic factor compared to
acute or chronic inflammation in pathophysiology
of AUR in BPH patient.

CONCLUSION

The combination of Meloxicam 15 mg and
Tamsulosin 0.4 mg orally once daily for 7 days was
more effective in the success of TWOC in BPH
patients with first episode of AUR compared to
Tamsulosin 0.4 mg only orally once daily for 7 days.
Meloxicam only had the lowest effect for success of
TWOC and did not have any effect for Qmax.

REFERENCES

1. Garraway WM, Collins GN, Lee RJ. High prevalence
of prostatic hypertrophy in the community. Lancet.
1991;338:469-71.

2. Briganti A. Benign prostatic hyperplasia and its
aetiology. Eur Urol. 2009; 8: 865—71.

3. Nickel JC, Roehrborn CG, Castro-Santamaria R,
Freedland SJ, Moreira DM. Chronic prostate inflam-
mation is associated with severity and progression
of benign prostatic hyperplasia, lower urinary tract
symptoms, and risk of acute urinary retention. The
Journal of Urology; 2016.

78

10.

11.

12.

13.

14.

15.

16.

17.

Gandaglia G. The role of chronic prostatic inflam-
mation in the pathogenesis and progression of benign
prostatic hyperplasia (BPH). BJU Int. 2013; 112(4):
432—41.

Jacobsen SJ, Jacobson DJ, Girman CJ, Roberts RO,
Rhodes T, Guess HA, et al. Natural history of
prostatism: Risk factors for acute urinary retention. J
Urol. 1997; 158:481-7.

Fitzpatrick JM. Management of acute urinary
retention: A worldwide survey of 6074 men with
benign prostatic hyperplasia. BJU Int. 2011; 109:
88-95.

McNeill SA. The role of alpha-blockers in the
management of acute urinary retention caused by
benign prostatic obstruction. Eur Urol. 2004; 45:
325-32.

Guang-Jun D, Feng-Bin G, Xun-Bo J. al-blockers in
the management of acute urinary retention secondary
to benign prostatic hyperplasia: A systematic review
and meta-analysis. Ir ] Med Sci. 2014; 184(1): 23-30.
Maldonado-Avila M. A comparative study on the use
of tamsulosin versus alfuzosin in spontaneous
micturition recovery after transurethral catheter
removal in patients with benign prostatic growth. Int
Urol Nephrol. 2014; 46: 687-90.

Roehrborn CG. Benign prostatic hyperplasia: Etio-
logy, pathophysiology, epidemiology, and natural
history. In: Campbell-Walsh Urology, 10" ed. Phila-
delphia: Elsevier Saunders. 2012; 10: 2570—610.
Tuncel A, Uzun B, Eruyar T, Karabulut E, Seckin S,
Atan A. Do prostatic infarction, prostatic inflam-
mation and prostate morphology play a role in acute
urinary retention? Eur Urol. 2005; 48: 277—-84.
Falahatkar S, Mokhtari G, Pourreza F, Asgari SA,
Kamran AN. Celecoxib for treatment of nocturia
caused by benign prostatic hyperplasia: A prospec-
tive, randomized, double-blind, placebo-controlled
study. Urology. 2008; 72(4): 813—6.

Ozdemir I, Bozkurt O, Demir O, Aslan G, Esen AA.
Combination therapy with doxazosin and tenoxicam
for the management of lower urinary tract symptoms.
Urology. 2009; 74(2): 431-5.

Suarsana W, Hardjowijoto S, Soetojo, Budiono.
Doxazosin and meloxicam combination therapy for
BPH treatment with LUTS. Indonesian J of Urol.
2014;21(1):27-32.

Chen JS, Chang CH, Yang WH, Kao YH. Acute
urinary retention increases the risk of complications
after transurethral resection of the prostate: A
population based-study. BJU Int. 2012; 110:
896—901.

Bowden E, Hall S, Foley SJ, Rundle JSH. Tamsulosin
in the treatment of urinary retention: A prospective,
placebo-controlled trial. BJU Int. 2001; 88(1): 77.
Lucas MG, Stephenson TP, Vinod N. Tamsulosin in
the management of patients in acute urinary retention
from benign prostatic hyperplasia. BJU Int. 2005; 95:



18.

19.

20.

21.

Yasa: Effectiveness comparison of meloxicam & tamsulosin for TWOC success in BPH patients

354-17.

Kahokehr A, Vather R, Nixon A, Hill AG. Non-
steroidal anti-inflammatory drugs for lower urinary
tract symptoms in benign prostatic hyperplasia:
Systematic review and meta-analysis of randomized
controlled trials. BJU Int. 2013; 111(2): 304—11.
Ozdemir I, Bozkurt O, Demir O, Aslan G, Esen AA.
Combination therapy with Doxazosin and Tenoxicam
for the management of lower urinary tract symptoms.
Urology. 2009; 74:431-5.

Di Silverio F. Combination therapy with rofecoxib
and finasteride in the treatment of men with lower
urinary tract symptoms (LUTS) and benign prostatic
hyperplasia (BPH). Eur Urol. 2005;47(1): 72—8.
Gorgel SN, Sefik E, Kose O, Olgunelma V, Sahin E.
The effect of combined therapy with Tamsulosin
hydrochloride and Meloxicam in patients with benign
prostatic hyperplasia symptoms and impact on

79

22.

23.

24.

25.

nocturia and sleep quality. Int Braz J Urol. 2013; 39:
657-62.

Kirschenbaum A. Expression of cyclooxygenase-1
and cyclooxygenase-2 in the human prostate. Uro-
logy. 2000; 56(4): 671—6.

Lee L-M, Pan C-C, Cheng C-J, Chi C-W, Liu T-Y.
Expression of cyclooxygenase-2 in prostate adenocarci-
noma and benign prostatic hyperplasia. Anticancer
Research.2001;21(2): 1291—4.

Wang W, Bergh A, Damber J-E. Chronic inflam-
mation in benign prostate hyperplasia is associated with
focal upregulation of cyclooxygenase-2, Bcl-2,
and cell proliferation in the glandular epithelium.
The Prostate. 2004; 61(1): 60—72.

Verhamme KM. Nonsteroidal anti-inflammatory
drugs and increased risk of acute urinary retention.
Arch Intern Med. 2005; 165(13): 1547-51.



	Page 1
	Page 2
	Page 3
	Page 4
	Page 5
	Page 6

